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BREVE DURATA ?







NESSUN PROBLEMA DI COESIONE 
DEL GRUPPO ?













POCHI SOGGETTI RICHIESTI ?



The Risk of Transformation of Follicular Lymphoma 
“Transformed” by Rituximab. The Aristotle Study 
promoted by the European Lymphoma Institute. 
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Study Population

Any Event n = 4531 (61% of 
assessable)

Biopsy Proven n = 792 (17% of any event)

tFL n=439

Federico et al. Abs #105. ICML 2017.

Excluded:
NA n = 1255
tFL at diagnosis n 
=    22
Lack of date dia./rel. n =    49
Dia. <1997 or >2013 n =   441

N = 1767 (19%)

Assessable n = 7405 (81% of 
potential)

Submitted n = 9172 



Study population
Group Submitted Assessable tFL Median

time to tFL
n (%)

Croatia 225 (2) 198 2 32 mo
FIL 2066 (24) 749 49 22 mo
GELTAMO 1801 (19) 1773 126 27 mo
IPO Lisboa 244 (3) 243 16 32 mo
PHAROS (NL) 1569 (17) 1549 80 11 mo
Bart (UK) 251 (3) 251 47 22 mo
Sweden 550 (6) 544 12 30 mo
IOSI (SUI) 383 (4) 195 12 24 mo
LYSA 1976 (21) 1803 91 14 mo
POLAND 107 (1) 100 4 24 mo
Total 9172 (100) 7405 (81) 439 19 mo

Federico et al. Abs #105. ICML 2017.



Federico et al. Abs #105. ICML 2017.
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7335 6844 6445 6048 5554 4994 4077 2848 1971 1278 870 
 

CI95 Nelson-Aalen cum. risk

Cum. risk at 5-yrs x100: 5.5 (CI95 5.0-6.1)
at 10-yrs x100:   7.1 (CI95 6.4-8.0)

Incidence  rate x1000 person-year: 9.0 (CI95 8.2-9.9)

Cumulative incidence of biopsy proven transformation as 
first event (n= 413/7335)   



Cumulative incidence by therapeutic approach (n= 7335) 

Federico et al. Abs #105. ICML 2017.
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0 1 2 3 4 5 6 7 8 9 10
Follow-up, years

Treatment
W&W

n  tFL CI% at 5-yr (95CI) 10-yr (95CI)
6340 342  5.3 (4.7-5.9) 6.7 (5.9-7.6)

925 69 7.4 (5.7-9.6) 10.4 (8.1-13.5)

HR: 1.43 (95CI 1.10-1.85), p=0.007



Cumulative Incidence by period of diagnosis

Federico et al. Abs #105. ICML 2017.
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0 1 2 3 4 5 6
Follow-up, years

97-03
04-05
06-07
08-13

%R+ CI% at 5-yr (95CI) HR (95CI) p
41 6.6 (5.2-8.4) 1.00
83 5.4 (4.2-7.1) 0.82 (0.60-1.13) 0.232
92 4.5 (3.6-5.6) 0.64 (0.48-0.87) 0.004
88 5.1 (4.2-6.3) 0.73 (0.54-0.98) 0.034



Cumulative Incidence by Rituximab use (n= 6340)   

Federico et al. Abs #105. ICML 2017.
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No rituximab
Rituximab

n CI% at 5-yr (95CI) 10-yr (95CI)
1282 7.2 (5.8-9.0) 8.9 (7.2-11.1)
5058 4.8 (4.2-5.5) 6.2 (5.4-7.2)

HR: 0.65 (95CI 0.52-0.82), p<0.001



Cumulative Incidence by Rituximab exposure
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Survival after tFL (SAT) [n=439]   

Federico et al. Abs #105. ICML 2017.
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439 279 214 165 122 84 54 36 29 23 16 
 

CI95 SAT

SAT% at 5-yr (95CI) 10-yr (95CI)
41 (36-46) 32 (25-38)

Median FU : 4.6 years (191 events/439)
Median SAT: 32 months (95CI 24-46 months)

Cause of death:
Progression 53% 
Infections 4%
2nd cancer 1%
Other 5%
Unknown 34% 



Conclusions
• Despite the potential limitation of a retrospective

analysis, the Aristotle study suggests that the risk of HT

as first event has been significantly reduced by the

introduction of Rituximab

• Treatment of tFL is still challenging; however the

outcome seems today “less dismal and cathastrophic”

than usually reported in the Literature

Federico et al. Abs #105. ICML 2017.





 Retrospective subgroup analysis of data from the Phase 2 trial of idelalisib in patients 
with FL (Study 101-09; NCT01282424) 

 Population
– Patients with FL who experienced early POD and received first-line (1L) CIT
– Early POD defined as initiation of 2nd-line chemotherapy within 24 mos of initiating 1L CIT

Methods
Retrospective subgroup analysis in patients with High-Risk FL

Patients with Early POD N=37
Median age, y (range) 64 (33–84)
Female, n (%) 18 (49)
Histologic Grade, n (%) 1 or 2 33 (89)

3A 4 (11)
FLIPI score ≥3, n (%) 21 (57)
Mean no. of prior therapies (SD; range) 3.4 (1.4; 2‒8)
Prior therapy, n (%) R-CHOP 21 (57)

BR 7 (19)
R-CVP 5 (14)

Mean intertreatment 
interval, mos (SD)

1st and 2nd 12.5 (6.1)
2nd and 3rd 9.7 (9.3)
3rd and 4th 11.9 (12.0)*
4th and 5th 11.8 (7.6)†

Median time to IDL, mo (range)‡

30.3 (8.9–94.7)

1L Chemoimmunotherapy Progression of Disease

Of pts with FL who received 1L CIT, 37 of  64 
experienced early POD

*n=24 (65%); †n=15 (41%); ‡Measured from time of initiation of 1st-line therapy; no 
patient received idelalisib as 2nd-line therapy. BR, bendamustine-rituximab; CIT: 
chemoimmunotherapy; FLIPI, FL International Prognostic Index; R-CVP, rituximab-
cyclophosphamide-prednisone.

Demographics and Baseline CharacteristicsStudy Population



Study Results

3
2

• Median (95% CI) DOR was 11.8 months (3.8, NE)

Complete response

Progressive disease

Non-evaluable

Stable disease

Partial response

 Median OS following initiation of 1st-line CIT was not reached

Overall Survival From Initiation of 1st-line Treatment

37 (0) 37 (0) 36 (1) 35 (1) 25 (3) 16 (6) 15 (6) 10 (7) 6 (7) 4 (7) 3 (7) 1 (7) 0 (7)
Total
n at risk (events)

Overall Survival From Initiation of Idelalisib

37 (0) 34 (1) 33 (2) 32 (2) 32 (2) 27 (6) 20 (7) 16 (7) 8 (7) 5 (7) 2 (7) 0 (7)
Total
n at risk (events)

Progression-Free Survival From Initiation of Idelalisib

37 (0) 30 (2) 18 (12) 16 (14) 12 (16) 9 (19) 7 (19) 3 (20) 2 (20) 1 (21) 0 (21) 0 (21)

Median PFS: 11 months (95% CI 5.5-19.3)

Total
n at risk (events)

Retrospective Subgroup Analysis of Idelalisib in Patients with High-Risk FL ‡

Gopal A, ASH, 2015, #2744





STUDI OSSERVAZIONALI PROS

• Contribuiscono alla comprensione di rischi 
e benefici degli interventi sanitari, compresi 
quelli farmacologici

• Se esistono eventi avversi associati ai 
farmaci e se il rischio varia nel tempo

• Sono utili a prendere decisioni informate sia 
a livello di pratica clinica che di politica 
sanitaria

• Gestione del paziente



STUDI OSSERVAZIONALI CONS

• Bias di selezione
• Elevate percentuali di pazienti persi al FU
• Gestione del paziente
• Valutazione degli esiti ( consapevolezza sia 

del medico che del paziente del trattamento 
assegnato)



FARMACOVIGILANZA

• Anche dopo l’ approvazione dell’ AIFA 
sicurezza ed efficacia continuano ad essere 
monitorate mediante un processo di 
Farmacovigilanza teso “all’ identificazione, 
valutazione, comprensione e prevenzione degli 
effetti avversi o di qualsiasi altro problema 
correlato all’ uso dei medicinali, al fine di 
assicurare un rapporto beneficio/rischio 
favorevole per la popolazione” 

AIFA, Farmacovigilanza 13/2/2018































Geriatric Assessment: the FIL Strategy 

Modified score originally proposed by Balducci (*)

Validation in a small population of elderly DLBCL (**, ***) 

“FIL Version” of CGA 

ADL 
IADL CIRS-G 

Age  

(*) Balducci L et al, The Oncologist, 
2000
(**) Tucci A et al, Cancer,  2009
(***) Merli F et al, Leuk Lymph, 2013

* Residual Functions



The FIL Experience: Pilot Study

Tucci A. et al, 
Leuk Lymph, 2014

prospective multicenter observational study

median follow up: 24 months

84%FIT

47%
UNFIT

+
FRAIL

2-year OS UNFIT vs FRAIL p= ns

p<0.0001

• CGA is a valid tool to identify elderly DLBCL who can benefit from a curative approach.

• A proportion of UNFIT pts may benefit significantly if treated with curative intent (clinical 
trials should be planned).

• CGA is potentially useful to identify different risk groups among NON-FIT patients.

• Palliation seems the best choice for frail patients



www.filinf.it

<  10 minutes

FIT UNFIT FRAIL

Elderly Project: 
Prospective Observational Study  

full dose therapy

Curative Intent

adapted dose therapy

Curative Intent –

Low Toxicity

Palliation

Quality of Life



Variable N (%) Note 

Median age (range) 76 (65-94)
Age ≥ 80 403 (33%)
Gender M 631 (51%)
Stage III-IV 826 (67%) missing 12 (1%)

BM + 166 (19%) missing: 342 (28%)   

ENS>1 303 (27%) missing: 118 (10%)   

PS >1 251 (20%)

LDH >UNL 607 (55%) missing  131 (11%)

B-symptoms 322 (26%)

Bulky Disease 351 (30%) missing: 83 (7%)

Variable N (%)

IPI

1 191 (18%)

2 281 (26%)

3-5 595 (56%)

missing /
non calcolc.

170 (14%)

Elderly Project: Clinical Characteristics (N=1237)



Elderly Project: Fitness (N=1237)

ELDERLY
PROJECT
(31-01-2018)

«Pilot Study »
Tucci et al, 2014

Cathegory N. (%) N. (%)

FIT 504 (41%) 79 (46%) 

UNFIT 315 (25%) 28 (16%)

FRAIL 418 (34%) 66 (38%)
Total 1237 (100%) 173 (100%)

FIT
41%

UNFIT
25%

FRAIL
34%



Elderly Project: Type of Treatment (n = 1115) 
(preliminary data)

Factor Type, N (%) Total, N (%)

FIT 
(#504) N (%)

UNFIT 
(#315) N (%) 

FRAIL
(#418) N (%)

R-CHOP 279 (60) 50 (17) 42 (12) 371 (33)
R-COMP 127  (27) 90 (31) 81 (22) 298 (27)

R-Other curative 13 (3%) 19 (6) 23 (6) 55 (5)
R-miniCHOP/COMP 39 (8) 105 (36) 95  (27) 239 (21)

R-CVP 1 (<1) 9 (3) 39 (11) 49 (4)
R-Other reduced 3 (1) 5 (2) 9 (3) 17 (2)

R-Benda - 2 (1) 13 (4) 15 (1)
R-Other palliative - 5 (2) 19 (5) 24 (2)

Other (palliative) - No 
rituximab 2 (<1) 8 (3) 37 (10) 47 (4)

Total 464 293 358 1115



Elderly Project: Outcome (n = 996) 
(preliminary data)
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Overall Survival 
(n=996, 253 events) 

Events: 253; 148 (58%) for lymphoma

36 months OS%: 65  (CI95 61-69)

Median follow-up: 24 months (range 0.5-56 months)
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Progression Free Survival 
(n=996, 335 events) 

36 months PFS%: 57  (CI53-61)













CONCLUSIONI















• Le reti di Centri di Ematologia vengono 
utilizzate per fare ricerca clinica con grande 
successo

• Possono offrire grandi opportunità per 
generare REAL WORLD DATA e così 
produrre REAL WORLD EVIDENCE in 
Ematologia

• E’ necessario adeguare quindi il proprio 
approccio culturale all’ importanza della 
raccolta dei dati della realtà clinica di tutti i 
giorni.
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